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From celery seeds and other botanicals 



Research studies exploring Phthalides 

11: Phytotherapy Research, Vol 11, 576—582 (1S37) 

Cardiovascular Pharmacology of 3-n-butylphthaiide in Spontaneously Hypertensive Rats 
D. Tsi and B. K. H. Tan 



if X ' v 1dV "tl 

of BuPh at doses of 2.0 and 4.0 mg/day produced a transient hypotensive effect while a d< 
showed a significant hypotensive effect only on day 12. BuPh at 0.5 mg/day had no effect 
tissue angiotensin converting enzyme (AGE- activities., or on the tissue lipid peroxidation it 
endotheiium-intact and denuded aortic rings precontracted with phenylephrine and KCi. N 
methyl ester, an InhibliO! of nitric oxide synthase, die: not attenuate tee vasorelaxant acfivH 
cumulative concentration response curves of phenylephrine and Ca 2-5- (in CaCL? -free, hie 
were non-competitively inhibited by BuPh. However. BuPh did not Interfere with the caffeir 

t 1 1 > j - I i[ ' i l I -i 

Ca 2+ entry, possibly through voltage- and receptor-operated Ca 2+ channels, thereby !ov 
blood pressure of SHR. 

2: Acta Pharmacol Sin 2000 fa?ay:21{5}:433-8 

n 1 ' ' I " n ' If - n nf ; >n < hi 1 1 

Xu ML, Feng VP. 

si i eutroph ration ir v t u tftet ransie- it foe 

ischemi i d ' ^< i h " I n t I ' t rr-ut 

METHODS: Aftera24-h repent- c c t - erebral Iseherr two different te< 

analysis and modified myeloperoxidase (MPO)-quantiflcatiort method, were utilized to ider 
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neutrophils into cerebral tissue following ischemia. The expression of intercellular adhsslo 
(ICAM-1) and tumor necrosis factcr-alpha(TNF-alpha) in the Ischemic zone were observec 
Immunohistochemlstry, Western blot, and in situ hybridization techniques. 

RESULTS: In cerebral cortex area perfused by middle cerebra! artery (MCA), MPO activity 
2 h f if < n j f < i 

- < t. , N ^ ^ . f he it >f 

activity and the appearance of neutrophils In ischemia-reperfusion sites. Up-regulation of i 
c , - , , , r l , i , 1 1 i ' 1 it j MB 1 

ICAM-1 expression, and decreased the number of TNF-alpha blue purple-positive neuron; 
s ' ru eper isi 1 in i CCN', ' \ 1 he rm, i 1 - < in to ;< in neu-r 

Into i I ii i i i \ i t 

sites following ischemic Insult. 

PM!D: 1 1324442 [PubMed - indexed for MEDUNE] 

3: Yakugaku Zasshi 1989 Jun;109(6):402-6 

[Centrally acting muscle relaxant effect , ; mdiiideand senkyunolide 

Cnidium officinale Maklno] [Article in JapanesejOzaki Y, Sekita S, Harada M. 
Th> > t , ( > I ) i i 1C 3 i lor-' i> nt i I if r 

fraction and its component namely, ligustilide, cnldiiide and senkyunollde obtained from tf 
Cnidium officinale Maklno. These three compounds were isolated from the chloroform soli, 
column chromatography on silica goi The centrally i ' , muscle t« ; efiect was inve 
crossed extensor refiex in anesthetized rats and these samples were suspended In 0.5% < 
' v ! a n ; i' h> hi m i n 

depressed the reflex response. The depressive potencies among them were almost the si 
potencies were also the same or somewhat weaker as that of mephenesin. As a curare-Ilk 
r y - " 3 i r y / ' t d 1 - i ii mi i i d i be 

origin. PfVliD: 2810059 [PubMed - Indexed for MEDLINE] 

4: Clin Exp Pharmacol Physioi 1999 Gct;26{10}:845-6 

1MB PA: a cerebral ischemic protective agent. 

Zhang J. Peng X, Wei G, Su D. 

1 . MB PA is a derivative of 3-n-butylpathalide isolated from Apium granoiens Linn. 

2. At concentrations ranging from 6x 10(-6) to 1 0(-6) moi/'L. MB PA inhibited the L-:ype ca! 
guinea-pig myocardial cells and cultured human neuroblastoma cells. 

3. At l0(-6) mol/L, NBPA markedly inhibited calcium -dependent and independent release 



http://74.1 25.47.1 32/search?q=cache:IFyo6pxbUfOJ:www. phthalides. com/r... 3/25/2009 



Phthalides research studies 



Page 3 of 6 



synaptosomes. 

1 t ir tnMwii' NBF 

improved energy metabolism, 

5. In situ hybridization has shown that 10 and 20 mg/kg, i.p., MBPA prior to cerebral artery 
accelerate the expression of heat shock protein 70 mRNA and inhibit c-ios mRNA express 

6. It has been shown that N3PA decreases the nitric oxide content and be nitric oxide synl 
in the global cerebral isdiaem!a--:eperfuslon model in rats In addition, it has been shown t 
significantly Inhibits the expression of inducible NOS protein. 

PMSD: 10549420 [PubMed - indexed for MEDLINE] 

5: Bioorg Med Chem 3 939 Jul ;7{7): 1445-50 

Skuciure-requlrements of :socoumarln;;. phthalides. and skbenes from 
Hydrangeae Dulcis Folium for Inhibitory activity on histamine release from rat 
peritoneal rnast cells. 
Maisuda H, Shimoda H, Yoshikawa M. 

We 1 1 »!• the structure-activity relaiions hips of Isooournauns phthalides and ! ' < ,k 
Hydrangeae Dulcis Folium and related compounds for the inhibition of histamine release ii 

ni>! s fh ill i- i -i r r ' , ' >~ ; o« 1 v in pM n 

dihydrolsocoumartns such as hydrangen tnd thu;k rginoi C fh* double bond a the 3-t 
be essential to potentiate the activity. The hydroxy! groups at the 8-, 3'- and 4'-positions of 
essen lal for 1 , , 1 x d 5 

of benzylidenephthaildss such as thunberginol F were more potent than those of hydrama 

fie presence of a doub j I ition v needed t< crease th( ictivity Motei 

group at Eh* 3 3 r kiiM iui.h ix» hij"jerq" 

completely inhibited histamine release by pretreatment at 100 microM for 1 to 15 min, whs 
elease only following r ■ ; e resu 

the mechanisms of the inhibitory effect of thunoerglnois are different from that of DSCG. 

PMID: 10465418 [PubMed - indexed tor MEDLINE] 

6; LifeSci 1998;62{23):2073-82 

Effects of methylenechlorlde-soluble fraction of Japanese angelica root extract, ligustilide 
Ontylidenepnthaiide. on pentobarbital sleep in gt , > solated mice 
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Matsurnoto K, Kohno S, Ojima K, Tezuka Y, Kadota S, Watanabe H. 

We previously showed that t j ;se angelica root (JAR e versed th« fe 

c. I srbit; - jep induced by is tio ess and yc nbine if i methoxamine, stir 
noradrenergic systems, in mice. Here, vve tested the effects of several fractions ffrom JAR 
bi tylidc ti ( i f { t> i 

mechanism of the action of JAR-E. Methanol-soluble (Met-S) and -Insoluble (Met-iS) fracti 

' n JAR-E. I hi ub!:? 3-2 isolubie fractions (MC-iS) were pref 

MC-S (1 1,4-7 p, b 

(0.8-2.4 g/kg, p.o.) nor MC-IS (0.7-2 g/kg, p.o.) had the same effect The s.p. administratloi 

if i j i f h r I if > i i hi i i jii 

l.p.) and butylldenephthaiide ■ 10-30 mg/kg, i.p.) reversed PB sleep decrease in isolated m 
components (20 mg/kg, i.p.) attenuated the suppressive effects of yohimbine (30 nmoi, i.c 

7 )P r I benzodiazef nist PG7142 (10 nrtg kg i.p.) on PB I 

mice. These results suggest the contribution of iigustiiide and butyildenephthailde to the el 
PB sleep in isolated mice, and implicate central noradrenergic and/or GABA(A) systems Ir 
components, 

PMID: 9627086 [PubMed - indexed for MEDLINE] 
7: Jpn J Pharmaco! 1980 Feb;30{1):85-91 
A newly isolated antispasmodic-butyiidenephthalide. 
Ko WC. 

Butyhd^nnpf ' - ' ! v/" ' I in u torn r 

bgusftcurn waiiichii Ranch. Among these three. BdPh proveb to be the most active ir; inhi 
contractions Induced by prostaglandin F2 alpha, oxytocin and ACh. In studies done to corr 

were used. Be 

contractile responses of the ileum to agonists including ACh, K* and Ba2+ in normal Tyros 
exogenous Ca2-- in high K+ (80 mMj. Ca2~-free Tyrode solution, and also responses of v 
responses t j t ; u i sk mi p 

However, as the inhibitory effects of 3dPh on phasic contraction (PC) and tonic contract© 
i i i ' ' >n i i ■ 1 "v< i < tr j h 

uggested that the acfic c i d /differ fro > p which inhibited 

than PC. It may be concluded P c - a tispasmodic action 

c u i' i sn being dlfl nt fr 

PMID: 740141 1 [PubMed - indexed for MEDLINE] 

8. Zhongguo ¥ao Li Xtie Sao. 1939 Oct;20(1G}:929-33. 
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Effects of 3-n-butylphthalide on production of vasoactive substances by cerebral and aorth 
Xu ML, Feng YP. institute of Materia Medica, Chinese Academy of Medical Sciences, Pek 
I jing 10005! a. !■ V 

The effects of dl-3-n-butylphthalide (dl-NSP), l-3-n-butylphthalide (l-NBP), and d-3-n-buiylr. 

0' \Y pi J. 0" H 0<k, „0 j f < \ - - ' I vV' c II 

cerebrovascular and aortic endothelium in culture. METHODS: Bovine cerebral endotnelia 
bovine aortic endothelial cells (SAEC) were cultured in Medium 199 in vitro. After incubatk 
Nr ' \ t 5 - ' ' , • 1 1 1 v maiyze ;pec;rorn< fry is 

radioimmunoassay ;R!A) respectively. RESULTS: Low concentrations of dl- and l-NBP (0. 
enhanced nitrite and 6~ketoprostaglartdin F 1 alpha (6-ketoPGF1 alpha) production in both 
after a 24-h incubation, and l~NB Mi > a c / nt effect on pf rtcttn< po production in BCt 
of ET-1 secreted by BCEC and BAEC was increased after TNF alpha stimulation, this enh 
blunted by the simultaneous addition of dl-, I-, and d-NBP. CONCLUSION: 1) dl-NSP and 
production in both BCEC and BAEC. 2) l-NBP increases more Epo production in BCEC th 
and dl-NBP has selective effect on increasing Epo production in BCEC. 

PMID: 1 1270994 [PubMed - indexed for MEDLINE] 

9. Antioxidant, cyciooxygenase and fopoisomerase inhibitory compounds from Aph 
Linn, seeds. 

Momin RA, Nair MG. Department of Horticulture and National Food Safety and Toxicology 
State University, East Lansing 48824, USA, Phytomedicine. 2002 May;9(4):3i2-8. 

Cyclooxygei i n i 

yielded r n , (1), s ky n U (2), < ^ k< (3), ,> fnd 0\ymethyi-S--metho:« 

thyl-tetrahydro-furan- 

dihydroxy-oTiydroxy methyl 

one {7}. The structures of compounds 1-7 were determined using spectroscopic methods, 
reported here for the first time. At 250 pg mi{- 1 ). compounds 1 -4, 6 and 7 displayed prosta 
endoperoxide synthase-! {COX-h and prostaglandin Fi endoperoxlde synthase--!! (COX-II) 
of 7 la <- 1 r i if t 4 i 1^ hi HI! enzyn 

250 microg ml(-1). Compounds 6 and 7 exhibited good antic , i iti ) 

microg ml(-1). Only compounds 1-3 exhibited topoisoroerase-i and -i| enzyme inhibitory ac 
concentrations of 100, 200 and 200 microg mi{-1 ), respectively. 

PMID: 12120812 [PubMed - indexed for MEDLINE] 

10, NSAiD gastropathy: prevention by ceiery seed extracts in disease-stressed rats 
Whltehouse M.W., Butters, DE, Clarke M L, Rainsford K D 
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Inflammophannacelogy, Vc! 9, No 1,2, pp 201 -209 (2001) 
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